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1. TJfc*** (I) ft^#f: 




(I) 



(1) #i$##HJfc3$!fr (Daldiniaconcenirica) ^fr, JB^&WJH: 



I 



• 



***** ( ConcentricoUde ), ttAflM******** 

X&£MM( Acquired Immunodeficiency Syndrome,AIDS ), 
#,&&R§#i#( Human Immunodeficiency Virus,HIV M$>%\ &&I , & 
^ftilMl^li. AIDS 

AIDS &JP*tfcfttt*#. *jb 2002 #■ 12 , <£H*if#& 
# HIV J&IMM0560 $.2003 #• 1-6 ^ HIV 4& Ifc # & * #- *f * 22%. 

-£®&*r AIDS *M»AAIt*-*+**«T 

140%. BITtW^lftW HIV 84 ^A, 8 ^A^ AIDS 3i 

A. HIV 100^, &*E* AIDS M A 24 

JA. ^P^tl^^^tJ. MltM 2010#-, <£@ HIV 

&5fP*t£3W. AIDS 6ft^^tH/"^^^^» W**-'Htffclfc* 

fci^ftlMf & hiv ##rto*Krfc aids 

if^t-. «**taM***l#^* ( HAART ) M« T HIV 

@ #<fii*ft^ W 2i hiv 94lrM^-f hiv 



1003 

96.7 




mm <*» AZT, DDC, DDI, D4T, 3TC, «) < * p 

Sequanavir, Ritonavir, Indinavir, Nelfinavir ) #. 

******** ****** mm> ************** 

hivM^4 HivftJl#j$rlR#. 



★JtW^lt*** < Concentricolide ) ^T*#** < I ) 



9 10 ( I ) 




2- 0 8B8A 



8 



o 



2,3,3A,4,5,5A,6,8,8A,8B,9,10 *****ftH*. 
(1) Elilf^iMt {Daldiniaconcentrica) £#r. B^fa 



(2) ^f#»*JR*&*«*JR***f**' W^sl^ff^' 



2 




-Mr* (I) -ffc^HfATf ««*fW*J***l- 

ftjfl. ******** 0.1% ~*9%, ffeJk* o.«wos»**llft^. 

*TW*«**JtW***« T®^W^^ CD ***** 
a. 

(l) £#) 

MTT ( 3, (4,5-dimethylthiazol-2-yl)-2,5-diphenyl tetrazolium 
bromide) Jfc& Amresco ; SDS (Sodium Dodecyl Sulfate)^ Serva f 
A: AZT;ft Sigma DMF (N, N' -Dimethyl formamine), **f*fe, NT 

(2) 

RPMI-1640 ±*.Vnm&.**M (Gibco) , 2m M 

lOMmHEPES, 50 |iM2-&4fc£*. 100, 000 IU 100m gM 



2. 

ACT |U|r^tt##4IM T20. 

3. 2aflMp^# 

C8166 JfP HJV-WH9 (ft) tyfcXBIlBC. AIDS Reagent Project 

4.^3jtH* (Concentricolide) ^C8166 ^^JJfe#^«3 
C8166 # HIV-1 m^&M. 4x lOVml C8166 ftj&&7fc lOOul £7 H* 
lOOul «^ 37°C, 5% (*),*## 3 MTT **«fc 

Bio-Tek Elx-800 ELISA Reader ODos/eso CCso^ (50% 
Cytotoxic Concentration) tf#*T < % > = 

6 & od ft ) / 0E****ra*L OD 6 ft OD {t) * 100. 

6.|t*t# (Concentricolide) J*j£*ft** HIV ft&ftftftM* 

(Fusion) ft MNUk 

HIV*^*«*T**#MMW. HIV gpl20 * 

*6J&jEt*»«*fl«lcaM^HIr^ ******** 
MM* 5 3 « JWL. 100 u l. H BHta^F-Mi 

$ ft C8166 MM 50 u 1 *» 2 X 10 s /ml ft HIV-1 ftte&ffcft H9 ft A 50 n 1. 37°C, 
5% G%*# 24 'bti, 4lt«T^»»^^W^ 

6. Jfc$W* (Concentricolide) frMfr* HIV-1 C8166 ***** 
H$ (CPE) ft#lltt* 
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100nl^**A*Alt*if*****» *»XC8168«100pl(3 * 
10 4 ^) A HIV-1 ##JJfr. M. 0. 1. A 0. 06. WBHfcM^-Hfc-Wfc* HIV-1 

a*************** actm*****. src, 5%co 2 ^# 

3 «*ft#*T<100 *)#***#*#*• EC M (50% Effective 
Concentration) *#***4M>* 50% *fc****. ***** (CPE) 
<%) -Jl-^^*#*/)**«.*'fr***> xl00 - 

l.*****C8166**#tfe: CCso^ 76.66 ng/ml; AZT 
#C8166ifflfl&#'&: CC 5 o;ft 258.88 ng/ml . 

2>****AW1M*** T-20 #£***•% HIV 
ttMHM HIV-1 J&&**^**^*.Mf**#B&»* 0.83 

Hg/ml; Mj^gfl T-20 # HIV-1 ftJlUta********* ECso^J 6. 02 
ng/ml . 



3.****tf HIV-1«*C8166***** (CPE) 
& j§?# HIV-1 *********** ECso^ 0. 31 ng/ml. AZT $ HIV-1 * 
********** BCso* 0.092 ng/ml- 



4. 1 **• 




# CPE ftftti : 


& # # ft 


(CC»iig/«nl) 


# ^ (EC M , ^ (EC«,, ng/ml) 


(TI) 




g/ml) 




86.24 


0.44 


196.0 


76. 66 


0.31 


247.3 




0.83 




AZT 258. 9 


0.09 


2876. 7 


T-20 


0. 006 





4j ^MT^Hiifc^: 
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(Concentricolide) f^***A^**flrjt***W«F*at. ****** 
HIV-l JSM** + «- &&*i£t»*«$rftft 

HIV-l S.I. =222, fWflfcA"*****?' HIV_1 

**JMfcAto*. 

ffl 1 ^^#^^C8166 ^|fe#4i(CC6o^ 76.66 jig/ml); 
BB 2 3/ AZT # C8166 ^m#^(CC 50 ^ 258.88ng/ml); 

W 3 A**«*^hiv-i JWA*****tta*** 

(ECsojft 0.83ng/ml); 
ffl 4 A T-20 M HIV-l $&IIBJ&&^& Mr** ( 6. 02 ng/ml ); 

m 5 Hiv-i «B*ir*«r#Mi^ <bg»* o.3ing/mi); 

m 6 3j AZT M HIV-l gtAB*****?*!^ (ECso^l 0.092 ng/tail); 

****** 

*atT W^iB ******* tt*-iMHfc* T**Jfc* . ft'feil^* 
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750g ft4$Xm$t$$ iDaldinia concentrica), ^,^¥#(1:1, 

(200-300 B ), K CHCl 3 -MeOH (100:0, 95:5, 90:10, 

vol/vol), &CHCl 3 -MeOH(95: 5) *ft^fe-^*^* 
>Bf (99:1, 95:5, 90:10, 80:20), &99: 1* 

jjt ( Concentricolide ) 120 mg. 
***^*lB«rft^#r**t* ( Concentricolide ) *4li#4i#*: 
(6S)-6-ethyl-6, 8-dihydrofuro [2,3-e] isobenzofuran-8-one „ 

202, CJLA. 89X3 -90X3 (tf , 

[«r=-59.23° (c=0.48, MeOH). **«**. J*^*** **f 

(Concentricolide) ttgftWfef- *********** 

*##**#: UV(MeOH) \^ nm: 320 . 
*t^**«t«: IR v^cm- 1 : 1757, 1641, 1534, 1437. 
M*&#: EI-MS m/z (rel. int.): 202 [MJ + (20), 173 (100), 145 (48); 
HR-TOF-MS m/z: 225.0526 ([M+Na] + , 225.0527 calcd. for C 12 H 10 O 3 Na). 

2o 

Hz) 





6(C)(DEPT) 


5(H) 


•h-'hcosy 


HMBC 
(selected) 


CH(2) 


146.4(CH) 


7.74(lH,d,J=2.2) 


H-3 


H-3 


CH(3) 


106.6(CH) 


6.86(1H, d, J=*22) 


H-2 


H-2, 4 


C(3A) 


128.9(C) 






H-2, 5 


CH(4) 


127.8(CH) 


7.86(lH,d,J=83) 


H-5 


H-3 


CH(5) 


116.6(CH) 


7.24(lH,d,J=8.3) 


H-4 




C(5A) 


147.8(C) 






H-4,9 
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CH(6) 










C(8A) 


110.9(C) 






H-5,6 


C(8B) 


149.6(C) 






H-2,3,4 




82.9(CH) 


5.52(lH,dd,J=7.1,4.1) 


H-9a 


H-5,9,10 


CIfc(9) 


27.8(CH 2 ) 


1.81(1H» 


H-6,9b, 10 


H-6,10 






2.13(lH,m) 


H-9a,10 




CH3(10) 


8.7(CH 3 ) 


0.95(3H,t,J=7.2) 


H-9a,9b 


H-6,9 


C(8) 


< 168.9(C) 






H-6 



(ConcentricoUde) ft X ftfM& Jttt*d4fr Ci 2 H 10 O3, M 202, 
triclinic, PI; ^7.728(1), b=8.289(l), <r=9.043(l) A; 

a=l06.450(5) 0 ,p=96.321(6) 0 ,r=108.946(6) 0 ; AtfrfMK V=5 12.36(3) A 3 , A A 
Rf^R w ^iSU^ 0.073 *P 0.066. /S MAC-DIP-2030K V 
*«.*f*«f#«A*#. MoKaJfSli. /B<»*3##£> 
±<fl*jfc 1369^. (SHELXS86) 

« 3 ***W^4»«r*^4#. 





X 


y 


z 


Biso 


or 


.2017(7) 


.1953(6) 


.6436(5) 


5.0(3) 


C2* 


.2501(11) 


.0760(10) 


.7110(8) 


50(4) 


C3* 


.1836(12) 


-.0941(11) 


.6068(9) 


6.0(5) 


C3A' 


.0865(11) 


-.0895(10) 


.4659(9) 


5.0(4) 


C4' 


-.0161(11) 


-.2236(10) 


.3116(9) 


5.3(4) 


C5' 


-.0964(11) 


-.1711(10) 


.2004(9) 


5.5(4) 


C5A* 


-.0743(10) 


.0143(10) 


.2372(9) 


4.7(3) 


C6* 


-.1536(11) 


.0998(11) 


.1348(9) 


57(4) 


07' 


-.0819(8) 


.2953(7) 


2392(6) 


5.7(3) 


C8* 


.0175(11) 


.3194(11) 


.3854(10) 


5.8(4) 


C8A' 


.0215(10) 


.1438(9) 


.3804(9) 


4.5(3) 


C8B' 


.1001(9) 


.0883(9) 


.4941(8) 


4.1(3) 


C9' 


-.0866(13) 


.0897(14) 


-.0190(10) 


7.1(5) 


C 10' 


-.1658(17) 


.1847(19) 


-.1108(12) 


10.8(8) 
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oir 


.0873(8) 


.4617(7) 


01 


.3373(8) 


.4728(7) 


C2 


.2997(14) 


.5926(14) 


C3 


.3371(12) 


.7591(9) 


C3A 


.4038(10) 


.7436(9) 


C4 


.4616(12) 


.8578(10) 


C5 


.5149(11) 


.7943(10) 


C5A 


.5028(10) 


.6162(11) 


C6 


•f .5317(11) 


.5076(11) 


07 


.5063(8) 


.3331(7) 


C8 


.4556(11) 


.3277(10) 


C8A 


.4503(10) 


.5019(10) 


C8B 


.3994(10) 


.5635(9) 


C9 


.7280(11) 


.5906(11) 


CIO 


.7434(15) 


.4790(16) 


on 


.4270 


.1855 


H2' 


.320 


.096 


H3' 


.203 


-.218 




-.018 


-.363 


TJ CI 


-.161 


-.256 


Ho 


-299 


.090 


XT A* A 

H9 A 


-.076 


-.048 


H9B 


052 


.146 


it in* A 


-079 


.188 


XX IU 


-.188 


.318 


HIO'C 


-.290 


.112 


H2 


.244 


.574 


H3 


.323 


.888 


H4 


.465 


1.002 


H5 


.556 


.876 


H6 


.433 




H9A 


.722 


.729 


H9B 


.835 


.566 


H10A 


.655 


.517 


H10B 


.875 


.478 



.4856(7) 
-.0474(6) 
-.1132(11) 
-.0019(9) 
.1499(8) 
.3045(10) 
.4238(9) 
.3831(8) 
.4880(9) 
.3779(7) 
.2272(9) 
5261(9) 
.1113(8) 
.6001(10) 
.7081(12) 
.1125 
.819 
.633 
.297 
.097 
.121 
-.081 
.009 
-.193 
-.047 
-.164 
-.266 
-.026 
.319 
.535 
.563 
.652 
.531 
.792 
.760 



5.9(3) 
5.7(3) 
8.0(6) 
5.2(4) 
4.4(3) 
6.0(4) 
5.5(4) 
4.8(4) 
5.6(4) 
6.2(3) 
5.3(4) 
4.8(3) 
4.5(4) 
5.8(4) 
8.4(7) 
7.2(3) 
5.2 
5.9 
5.8 
5.7 
5.8 
7.2 
7.2 
9.8 
9.8 
9.8 
7.6 
5.3 
6.1 
5.5 
5.5 
6.1 
6.1 
8.9 
8.9 




0(1>C(2') 


1.335(9) 


0(1>C(2) 


0(1*>C(8B') 


1.522(9) 


0(1>C(8B) 


v^v-^ .^ v ■ / v , / 


1.510(13) 


C(2)-C(3) 


C(2>H(2') 


1.030(7) 


C(2)-H(2) 


Cf3'VCX3A') 


1.416(11) 


C(3)-C(3A) 


C(3>H(3') 


1 125flJ1 


C(3)-H(3) 


MAW) 


1.640(12) 


C(3A>C(4) 


C(3A')-C(8B*) 


1.425(11) 


C(3A>C(8B) 


C(4'K*5*) 


1.302(11) 


C(4>C(5) 




1.124(8) 


C(4)-H(4) 


c(5>c(5A') 


1.483(11) 


C(5>C(5A) 


C(5>H(5') 


1.065(8) 


C(5>H(5) 


C(5A'>C(6') 


1.407(10) 


C(5A)-C(6) 


C(5A')-C(8A") 


1.542(11) 


C(5A)-C(8A) 




1.686(11) 


C(6)-0(7) 




1.517(12) 


C(6>C(9) 


C(6>H(6') 


1.120(9) 


C(6>H(6) 



1.312(11) 



0(7'>C(8') 

C(8')-C(8A') 

C(8')-0(ir) 

C(8A>C(8B') 

C(9'HX10*) 

C(9'>H(9*A) 

C(9>H(9'B) 

C(10*)-H(10'A) 
C(10>H(10'B) 

C(10>H(10'C) 



1.416(10) 
1.444(11) 
1.337(11) 
1.330(10) 
1.394(12) 

1.127(10) 

1.143(12) 

1.060(12) 
1.111(13) 

1.115(17) 



0(7>C(8) 

C(8>C(8A) 

C(8K>(11) 

C(8A)-C(8B) 

C(9>C(10) 

C(9)-H(9A) 

C(9)-H(9B) 

C(10)-H(10A) 
C(10)-H(10B) 

C(10)-H(10C) 



1.447(9) 

1.466(14) 

1.034(10) 

1.453(11) 

1.155(8) 

1.471(12) 

1.433(10) 

1.354(12) 

1.168(8) 

1.417(12) 

1.059(8) 

1.482(11) 

1.480(11) 

1.504(10) 

1.752(13) 

1.058(8) 

1.364(10) 

1.447(11) 

1.331(8) 

1.305(10) 

1.519(14) 

1.113(9) 

1.078(8) 

1.055(11) 
1.071(11) 

1.130(13) 
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1 

4 



C(2')-0(r)-C(8B') 

0(1')-C(2')-C(3') 

0(1 , )-C(2>H(2') 

C(3')-C(2')-H(2') 

C(2*>C(3*)-C(3A') 

C(2'>C(3')-H(3') , 

C(3A>C(3')-H(3*) 

C(3*>C(3A')-C(4*) 

C(3*>C(3A')-C(8B') 

c^'KXSA'KXSB*) 

C(3A'>C(W) 

C(3A'>C(4*)-H(4') 

C(5')-C(4')-H(4') 

C(4*>C(5')-C(5A') 

C(4')-C(5')-H(5*) 

C(5A)-C(5'>H(5-) 

C(5'>C(5A'>C(6') 

C(5*)-C(5A')-C(8A') 

c^'HXSa'HXSA') 

C(5A)-C(6')-C(9") 

C(5A')-C(6')-H(6') 

0(7'>C(6>C(9') 

0(7'K(6>H(6') 

C(9*>C(6>H(6*) 

c^'Voa'KXS') 

0(7>C(8')-C(8A') 
0(7')-C(8'HXll') 

qsa'MXS'kkh') 

C(5A>CX8A'HX8') 
C(5A')-C(8A*)-C(8B') 

CXS'KXSA'KXSB') 
oivyciss'ycoA') 

0(1*)-C(8B')-C(8A') 
C(3A'HX8B')-C(8A*) 



100 U51 


C(2VO(l>C(8B) 


103.6(7) 


109.8(6) 


0(1>C(2)-C(3) 


111.0(8) 


125.4(7) 


0(1>C(2>H(2) 


125.3(11) 


124.8(7) 


C(3VC(2>H(2) 


123.6(9) 


1144f71 


C(2VC(3VC(3A) 


110.7(7) 


126 0T71 


C(2KX3VH(3) 


127.3(7) 


119 6(81 


a3AVC(3)-H(3) 


122.0(7) 


137 7fTt 


C(3VC(3AVC(4) 


137.0(7) 




Cf3VCf3AVC(8B) 


97.9(6) 


126 M61 


C(4VC(3AVC(8B) 


125.0(7) 


120 5f71 


CX3A>C(4)-C(5) 


120.0(7) 


121 4(61 


a3A1-C(4>H(4) 


118.2(7) 


118 If 81 


C(5VC(41-H(4) 


121.7(8) 


110 2(71 


C(4VC(5>C(5A) 


113.5(7) 


1 22 0(81 


C(41-C(5VH(5) 


120.3(8) 


127.7(7) 


C(5A)-C(5)-H(5) 


126.2(7) 


1 20 3( 71 


CX5KX5A1-C(6) 


127.6(7) 


130 7(61 


C(51-CX5AVC(8A) 


126.1(7) 


i no 0T71 


Cr6VC(5AVC(8A) 


106.3(7) 


97 0T61 


Cr5AVC(6VO(7) 


102.8(6) 


121 9(61 


CX5AVC(6VC(9) 


102.7(7) 


1 1 3 3(81 


Cf5AVC(6>H(6) 


107.7(6) 


100 61*71 


0(7VC(6VC(9) 


124.8(6) 


110 8f51 


<X7VC(6VH(6) 


110.2(8) 


111 0(71 

1 X X a / J 


C(9VC(6)-H(6) 


107.2(6) 


119 5(61 


C(6VO(7)-C(8) 


114.6(6) 




0(7)-C(8>C(8A) 


105.1(7) 


129.3(7) 


0(7)-C(8)-0(ll) 


123.7(6) 


134.5(7) 


C(8A>C(8)-0(11) 

J V /xx 


131.1(7) 


118.2(6) 


C(5A)-C(8A)-C(8) 


111.0(7) 


118.3(6) 


C(5A)-C(8AHX8B) 


120.1(7) 


123.5(7) 


C(8)-C(8A)-C(8B) 


128.9(7) 


119.5(6) 


0(1>C(8B)-C(3A) 


116.8(6) 


126.3(6) 


0(1)-C(8B>C(8A) 


128.0(7) 


114.2(7) 


C(3A)-C(8B)-C(8A) 


115.1(7) 
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cQs-ycpyciio') m.%i) 

C(6')-C(9'>H(9 , A) 107.0(8) 

C(6')-C(9')-H(9'B) 107.0(8) 

C(10'>C(9')-H(9*A) 114.7(9) 

C(10')-C(9')-H(9'B) 102.0(10) 

H(9'A>C(9 , )-H(9 , B) 106.4(6) 

C(9')-C(10> H ( 10 ' A ) 106.4(8) 

C(9')-C(10')-H(10'B) 114.7(9) 

C^HXIO'^HOO'C) 103.5(12) 

H(10'A>C(10')-H(10'B) 106.5(14) 

H(10'A>C(10')-H(10'C) 113.0(10) 

HdO'BHXIO'VHdO'C) 112.7(8) 



C(6)-C(9)-C(10) 

C(6)-C(9)-H(9A) 

C(6>C(9)-H(9B) 

C(10>C(9)-H(9A) 

C(10>C(9>H(9B) 

H(9A)-C(9)-H(9B) 

C(9>C(10>H(10A) 

C(9>C(10)-H(10B) 

C(9>C(tO>H(10C) 

«(10A)-C(10)-H(10B) 

H(10A>C(10)-H(10C) 

H(10BVqiO>H(10C) 



99.4(8) 

111.0(6) 

111.1(7) 

118.4(8) 

108.1(7) 

108.5(9) 

109.7(9) 

111.5(10) 

110.1(8) 

112.1(9) 

107.3(11) 

106.0(9) 



®m® i UtHfe-M*. ****** 1: 1 fti*^* 1 



1 



^^^H 1 #J#^^^^ (ConcentricoUde), MWi^ 



1 #J#^^^t^ (ConcentricoUde), ^ft^lii^* 
$£)M 1 *#4fcMM**** (ConcentricoUde), #4k^&&#^* 

(ConcentricoUde) lOOmg 

lOOmg 

17% 
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7 

( Concentricolide ) lOOmg 
*» 100mg 

H^jfrjfe: (Concentricolide) 
*JI«8: 

*«*!: **** (Concentricolide) 50 mg 

***** (Concentricolide) 2 «^?f-»+. 
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4 



•si w $ m ® 



100 




400 80 16 Zj2 0.64 0.128 

concentration (^g/ml) 
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